Marital status was found to be an independent prognostic factor for survival in various cancer types, but it hasn't been fully studied in colorectal cancer (CRC). The Surveillance, Epidemiology and End Results database was used to compare survival outcomes with marital status in each stage. In total, 112, 776 eligible patients were identified. Patients in the widowed group were more frequently elderly women, more common of colon cancer, and more stage I/II in tumor stage (P < 0.001), but the surgery rate was comparable to that for the married group (94.72% VS 94.10%). Married CRC patients had better 5year cause-specific survival (CSS) than those unmarried (P < 0.05). Further analysis showed that widowed patients always presented the lowest CSS compared with that of other' group. Widowed patients had 5% reduction 5-year CSS compared with married patients at stage I (94.8% vs 89.8%, P < 0.001), 9.4% reduction at stage II (85.9% vs 76.5%, P < 0.001), 16.7% reduction at stage III (70.6% vs 53.9%, P < 0.001) and 6.2% reduction at stage IV(14.4% VS 8.2%, P < 0.001). These results showed that unmarried patients were at greater risk of cancer specific mortality. Despite favorable clinicpathological characteristics, widowed patients were at highest risk of death compared with other groups.
INTRODUCTION
Married individuals enjoy longer overall survival and lower mortality for many major causes of death compared with those who have never married, separated, widowed, or divorced [1] [2] [3] . Extensive research has shown that marital status is an independent prognostic factor of survival in various cancer types [4] [5] [6] [7] [8] [9] . In a larger population-based study on data from the Surveillance, Epidemiology and End Results (SEER) database indicated that unmarried patients are at significantly higher risk of presentation with metastatic cancer, undertreatment, and death resulting from their cancer in ten leading causes of cancer-related death [4] . Similarly, Johansen et al. [8] and Wang et al. [9] reported that patients with colon cancer who were married at the date of diagnosis survived significantly longer than those who had never been married. However, the study by Johansen et al. compared survival outcomes of married and unmarried individuals without differentiating among single, divorced and widowed status. Additionally, marital statuses in the population, stage at presentation, mortality, as well as therapy options, have changed in more recent years. This change may be related to possible increases or decreases in the proportion of married and unmarried individuals and their effect on cause-specific survival (CSS) [10, 11] . Moreover, two reported reasons of poor survival among unmarried patients were delayed diagnosis and undertreatment. If this were true, marital status may have no effect on early CRC, because these patients do not require adjuvant therapy. Given that CRC is one of the most common malignancies and is ranked as the third leading cause of cancer-related deaths in the USA [12] and marriage is an important aspect of adult life, it is important to explore the relationship between marital status and CRC and the potential underlying mechanisms. In this study, we used data from the SEER cancer-registry program of individuals diagnosed between 2004 and 2008 to explore in detail what aspects of marital status affects cancer survival. Our hypothesis was that the unmarried subgroup of CRC patients may differ in terms of survival outcomes.
RESULTS

Patient baseline characteristics
A total of 112, 776 eligible patients were identified during the 4-year study period, including 57, 921 male and 54, 855 female patients. Of these, 62, 255 (55.20%) were married, 21, 279 (18.87%) were widowed, and 15, 043 (13.34%) had never married. The 1, 044 (0.93%) individuals who were separated and 10, 155 (9.00%) who were divorced were grouped together in the divorced/ separated group in our study [9] . Patients in the widowed group had the highest proportion of women, more common of colon cancer, more prevalence of elderly patients (≥60 years), and more tumor at stage I/II, all of which were statistically significant (P < 0.001). The rate of surgery performed was comparable between the married and widowed groups (94.72% vs 94.10%), but higher than that in the never married (91.31%) and divorced/separated (92.47%) group. Patient demographics and pathological features are summarized in Table 1 .
Effect of marital status on CSS in the SEER database
The overall 5-year CSS was 68.9% in the married group, 60.0% in the widowed group, 59.2% in the never married group, and 60.0% in the divorced/ separated group, which were all significantly different according to the univariate log-rank test (P < 0.001) (Figure 1) .Additionally, elderly patients (P < 0.001), male sex (P < 0.001), black ethnicity (P < 0.001), poor or undifferentiated tumor grade (P < 0.001), mucinous or signet-ring cancer (P < 0.001), higher American Joint Committee on Cancer (AJCC) stage (P < 0.001), and no surgery (P < 0.001) were identified as significant risk factors for poor survival on univariate analysis (Table 2) . When multivariate analysis with Cox regression was performed, all seven variables were validated as independent prognostic factors. These included age (≥60 years, hazard ratio (HR) 1 
Subgroup analysis for evaluating the effect of marital status according to AJCC stage
One reason previously reported of poor prognosis of unmarried patients is delayed diagnosis. If this is true, once the tumor is diagnosed, marital status should not affect CSS. Another reason reported is undertreatment. If so, patients at an early stage should not be affect by marital status because they do not require adjunctive therapy. Therefore, we made further analysis of the effects of marital status on survival in each tumor stage. We observed three interesting findings. First, marital status was an independent prognostic factor in each tumor stage both in univariate and multivariate analysis (P < 0.001). Second, patients in the widowed group always had the lowest survival rate when compared with patients in the other groups. Widowed patients had 5% reduction in 5-year CSS compared with married patients at stage I (94.8% vs 89.8%, P < 0.001), 9.4% reduction at stage II (85.9% vs 76.5%, P < 0.001), 16 .7% reduction at stage III (70.6% vs 53.9%, P < 0.001) and 6.2% reduction at stage IV(14.4% vs 8.2%, P < 0.001). Third, the difference between the divorced/separated and never married group was not apparent. Compared with patients in the never married group, patients in the divorced/separated group at stage I-III had an increase of 1.3-2.4% in 5-year CSS and, a 0.6% decreased in survival at stage IV Table 3 .
DISCUSSION
Although the impact of marriage on CRC survival has been studied using both SEER as well as other countryspecific cancer databases [4, 8, 9] , no research has been performed on stage by stage comparisons of the effects of marital status on patient survival or focused on the heterogeneity of unmarried patients. Our study indicated that marital status was an independent prognostic factor in each TNM stage. Additionally, although patients in the widowed group had the highest percentage of early tumor stage (I/II), they had the worst survival when compared with those in the other group.
One hypothesis to explain the unfavorable prognosis of unmarried individuals is undertreatment. However, in any current guideline for CRC clinical practice, adjunctive therapy is not recommended for patients in stages I patients and II without risk factors. We found that patients in the widowed group still had a disadvantage of 5% in stage I and 9.4% in stage II regarding the 5-year CSS compared with those in the married group. Moreover, the rate of surgical resection was comparable between both the married and widowed groups. None of these finding could be explained by the hypothesis of undertreatment. Johansen et al, also found that the observed effect of www.impactjournals.com/oncotarget marital status could not be attributed to treatment options for accessing to health care services is provided free in Denmark during the period under study [8] . Interestingly, delayed diagnosis was considered as another reason for poor prognosis in unmarried patients [4, 13, 14] . However, in our study group, the percentage of patients with CRC in stage I and II CRC patients was highest in the widowed group with 53.3% compared with 50.9%, 45.1%, and 47.1% in the married, never married, and divorced/separated group, respectively. Obviously, this result is paradoxical given the poor survival outcomes in the widowed group. Our data revealed that unmarried patients have a survival disadvantage that persists in each TNM stage. The relationship between marital status and survival can be explained hypothetically by psychosocial factors www.impactjournals.com/oncotarget that are independent of tumor characteristics and extent of treatment. It has been proposed that decreased psychosocial support and psychological stress alter immune function and contribute to tumor progression and mortality [15] [16] [17] . Levy et al. reported that a perceived lack of social support was associated with lower activity of natural killer cells [18] . Chronic stress may elicit prolonged secretion of cortisol [19] , that triggers a counterregulatory response of white blood cells by downregulating their cortisol receptors. This downregulation, in turn, reduces the cell' capacity to respond to anti-inflammatory signals and allows cytokinemediated inflammatory processes to flourish [20] , which have been validated as poor prognostic factors in CRC P-values refer to comparisons between two groups and were adjusted for age, race, pathological grading, and tumor histologic type as covariates. NI: not included in the multivariate survival analysis. www.impactjournals.com/oncotarget [21, 22] . Conversely, cortisol levels seem to be lower in patients with cancer who have adequate support networks, and diurnal cortisol patterns have been linked with naturalkiller cell count and survival in patients with cancer [23, 24] . Additionally, depression and quality of life have been related to VEGF, which may stimulate endothelial cell migration, proliferation and proteolytic activity [25] , in CRC [26] . Additionally, some other neuroendocrine mediators and cytokines present in depression and stress are linked with cancer metastasis [17] . Unrecognized clinical depression is strongly associated with poor adherence to medical treatment [27] . Meta-analyses of the impact of depression on cancer mortality confirm increased death rates between 19% and 39% [28, 29] . The loss of social support or the inability to cope with stress in the widowed groups seems very apparent, and may lead to excess mortality [30] .
Age is another factor that should be considered fully. The proportion of elderly patients (≥60 years) in the widowed group was extremely high (95.9%), which may be another reason for extremely poor survival in this group. Age itself is a prognostic factor in CRC [31, 32] that can be explained by aging impaired immune response, increased oxidative stress, shortening of telomeres, accumulation of senescent cells [33, 34] .
This study adds to the current knowledge by answering more in-depth research questions about marital status and prognosis through the analysis of data from the large population-based SEER database. However, it had several potential limitations. First, the SEER database only provide the marital status at diagnosis. Whether the marital status changed after diagnosis is unknown, and this change may also affect patient' survival. Second, SEER database lacks information of education, income status, insurance status, socioeconomic status and quality of marriage, which might confound the explanation of the disparity in survival between marital groups. For example, marital distress has long term immune consequences and enhances the risk of a variety of health problems [35] . Third, information on therapy options (surgical resection or palliative therapy), subsequent therapy, co-morbidities and recurrence is also lacking. Fourth, we hypothesized that psychosocial factors may be the main reasons for poor survival of unmarried patients, but we performed a retrospectively analysis using a public database, and we could not performed psychological tests to validate our hypothesis.
Despite these potential limitations, our study results confirmed that unmarried patients are at greater risk of cancer-specific mortality. Moreover, we indicated that the unmarried patients groups was heterogeneous, and the widowed patients were always at the highest risk of death of cancer than those in other groups. Psychosocial factors may be the main reasons for poor survival outcomes in unmarried patients. Physicians caring for unmarried patients with CRC, especially those who are widowed should be aware of their poorer outcomes. Additionally, social support systems should provide closer cares and interventions for these patients to help reduce the significant survival differences between married and unmarried patients with CRC cancer.
METHODS
Patient selection in the SEER database
The SEER Cancer Statistics Review (http://seer. cancer.gov/data/citation.html), a report on the most recent cancer incidence, mortality, survival, prevalence, and lifetime risk statistics, is published annually by the Data Analysis and Interpretation Branch of the National Cancer Institute, USA. The current SEER database consists of 17 population-based cancer registries that represent approximately 28% of the population in the US. It contains no identifiers and is widely used for studies of the relationship between marital status and survival outcomes of patients with cancer [4, 5, 7, [9] [10] [11] .
Using the SEER-stat software (SEER*Stat 8.1.5), we searched for patients diagnosed between 2004 and 2008 with single primary CRC and a known marital status. Histological type were limited to adenocarcinoma (8150/3, 8210/3, 8261/3, 8263/3), mucinous adenocarcinoma (8480/3), and signet ring cell carcinoma (8490/3). Patients were excluded if age at diagnosis was less than 18 years, they had undefined TNM stage, had more than one primary cancer but the CRC wasn't the first one, had unknown cause of death or unknown survival months.
Statistical analysis
Age, sex, ethnicity, extension of primary tumor invasion, lymph nodes status, histological grade, survival time, and CSS were extracted from the SEER database. All cases were restaged according to the criteria described in the AJCC Cancer Staging Manual (7th edition, 2010). Within the SEER database, marital status of the patient is recorded at the time of diagnosis. Marital status is coded as married, divorced, widowed, separated, and never married. Individuals in the separated and divorced group were clustered together as the divorced/separated group in this study.
Patient baseline characteristics were compared with the χ 2 test, as appropriate. The rate of CRC death was compared between groups using the Kaplan-Meier method. Multivariable Cox regression models were built for analysis of risk factors for survival outcomes.
The primary endpoint of this study was CSS, which was calculated from the date of diagnosis to the date of cancer specific death. Deaths attributed to CRC were treated as events and deaths from other causes were treated as censored observations. All of statistical analyses were performed using the statistical software package SPSS www.impactjournals.com/oncotarget for Windows, version 17 (SPSS Inc, Chicago, IL, USA). Statistical significance was set at two-sided P < 0.05.
